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(71) We, ENDO LABORATORIES INC 
a Corporation organised and existing under 

the * State 01 Delaware, located 
v Stewart Avenue, Garden City, New 
1153Q, United States of America, d£ 
hereby declare the invention for which we 
prayfttt a patent may be granted to us, and 
the method oy which it is to be performed, to 
be parucnlarly described in Wl by the 

following statement: 

This invention relates to an oral narcotic 


^Mrcobc, preventing obtainment of the 
"^^onant effect Thus, the combina- 
tion removes the incentive fordiveraonofX 
drugs into other channels and nseT^ 
The Identic drag which can be used in the 
£5* is oxycodone! 

^gocodone, codeme, propoxyphene or pentad 

nSfr S2 , $ en ? ? 1101 * P^w* under 
but it is definitely recognised 
*s a weak narcotic, and has been incrinrfnated 
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capsule or syrup, comprising a narcotic wnico 
nas substantial activity orally as well as by 
injection, in combination with a narcotic 
antagonist which is much less effective orally 
than by injection, the ratio of antagonist to 
narcotic in die combination being such that 
the antagonist does not block the effect of the 
naroedewhen die combination is adininistered 
orauy, but does prevent the obtainment of an 

E15J£&^J& I?" ** combination 
is a dmini st er ed by injection. 

When admhtistered orauy in unit dosage 
^*eocmposition provides a rally eftS 
tow thenpendcf toe of the narcotic, substan- 
tially onritninrfsl i fd by preena tfme 
antagonist However, when the combination of 
a»ve H^rediems is extracted and injected, 
the antagonist effectively blocks the effeoof 
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and cmnprismg (a) a compound h^ ^X 
a^tol nareonc activityl&tfa oraltylad by 
FKS* «°9wund being oxycodone! 

pefBocme or a phamMoiiticaUy^aroitable 
"S J*5"°\ and . *) » nicotic anrngS 
which a substantialry less active <SZ 
by injection, the narcotic antagonist bring 

*ry an> - f 4 - tytoxynonnomhinone or a 

SfSPSSLF* Pfa^^ceuticaDTS. 
able sate thereof, the weight ratio of faVto 
(bX calcnlated as the freeXieTbemg 
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21) We, ENDO LABORATORIES INC, 
Jrporation organised and easting under 
•A?! - ^ State °f Delaware, located 

vJLTtS^ A*™* <*K New 

York 11530, United States of America, do 
hereby declare the invention for which we 
pray that a patent may be granted to us, and 
the method by which h is to be performed, to 
be particularly described in and bytfte 
loUowin^ statement: 

This invention relates to an oral narcotic 
composi tion ■ 

In general, narcotic addicts do not obtain 
narcotic satisfaction or a "high" from the com- 
paratively slow, diffuse, arid attenuated effect 
of narcotics taken orally. Instead they seek the 
rapid, <xmcentrated, and ntidimfmshed effect 
of an injected narcotic preferably intravenous 
or ^mainline", to achieve the desired acute 
euphoriant ^effect of a satisfactory "high". 
Cor^eqoentfy, addicts sometimes obtain the 
more easily procurable oral narcotics such as 
analgesics and antitussives, and extract the 
narcotic substance so that it can be injected. 
Thus, narcotic abuse through diversion of oral 
narcotic therapeutic drugs into channels for 
mjection by addicts has become a serious 
projton m medicine and public health. 

This invention provides a narcotic com- 
position for oral administration, e.g. a tablet, 
capsule or syrup, comprising a narcotic which 
has substantial activity orally as well as by 
iitjection, in combinatian with a narcotic 
antagonist which is much less effective orally 
than by injection, the ratio of antagonist to 
narcotic in the combination being such that 
the antagonist does not block the effect of the 
narcoticwhen the cornbination is admmistered 
orally, but does prevenr the obtairrment of an 

K^&^jf^? mc «»mWnatian 
is parrtmist ered by injection. 

When adniinistered orally in unit dosage 
form, the cornrwsitkm nrovides a fully enec- 
tm tr^rapeutfc dose of die narcotic, substan- 
tially ur^mmnshed by presence of the 
antagonist. However, when the ccrnbinannn of 
active ingredients is extracted and iniectecU 
the arrtagomst errectiveiy Mocks the rfectof 


^Tto narcotic^diM which can be used in die 
^r^wuune, coaeroe, propoxyphene or penta- 

IS?! p) mTOJiene is not at present under 
narcotic control, but it is definitely recognised 

m some cases of narcotic drug abusemdaS 
oon. Pentazocine likewise is not at nresent 
under narcotic control in the U.SJL] how- 
fl^wiL*,? ***** **** narcotic antagonist 
and bcrderlme iiarcaric, ftm ^4 the irco- 
ne component has emerged svmidently to 
cause a agnffiomt number of cases of drug 
abuse and addiction. * 
. Th ^ narcotic antagonist used in the inven- 
3 effectiveness 
Ife:^? 13 ^ b y *«Minn than when 
adnimistered orally; the ^iitagonist is naloxone, 
cyclo piornrlmethyl ~ £8 dihydro - 1? 
hydrtrxync^rpbx^ or 21 - cydnpropyl- 
7o - (1 Jrydruxy - 1 - methylethyl) - 6\14- 
*™° " ffhano - tetrahydroorrpavine (or d>- 
r^enorphine) or a rAarrraceuticalry acceptable 
add addition salt thereat 

The pharmaceutical cxrmpositian of the in- 
^non is one suitable for oral ad^trumstratian 
arid comprising (a) a ccrm^trond having sub- 
stantial narcotic activity both orally and by 
ejecti on, the compound being oxycodone* 
hydrocc<iane, coddne, propoxyphene 
pentSQMcme or a phaniacerrdcally acceptable 
sak thereat; and ^T^S a^^ 
winch is substantially less active oriWthan 
oy injection, the narcotic antagonist being 
(1) nataxone or a pharniaceutically acceptable 
(2) N- cydopropylmethji - T^g. 


prMrrnanmn ra tty acceptable salt thereof, or (3) 
(bX calculated as the free base, being 
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Ratio with Ratio with 
(b)(1) (b)(2) or (3) 


oxycodone 
hydrocodone 

Cod ern*r 

propoxyphene 
pentazocine 


5:0.1 
5:0.(B 
30:0.1 
65:02 
50:02 


15:0,1 
5:0.01 

90:0.1 
195:02 
150:02 


so that (b) does not block the narcotic effect 
of (a) when the composition is administ e re d 
10 orally but does prevent an acute euphoriant 
effect by (a) when the composition is injec- 
ted* 

The compositions of the invention are con- 
ventional oral narcotic compositions, except 

15 for the inclusion of the narcotic antagonist. 
In die case of tablets, they will generally con- 
tain 5 — 100 mg of the narcotic and 0.001 — 
50 rag (usually 0.003 — 5 mg) of the antagon- 
ist. Liquid preparations will generally con- 

20 tain 1—20 mg/ml of the narootic and 0.0002 
— 10 mg/ml (usually 0.0006—1 mg/ml) of 
the antagonist. Additional drugs, eg. anti- 
hiKtamitiesj non-narcotic analgesics and anti- 
spasmodics may be inducted, along with oon- 

25 venrkmal recipients in conventional amounts. 
The following are some specific Examples 
of the compositions of die invention and the 
uses to which they can be put. 

Example 1. 

30 Oxycodone with Ndoxone — Oxycodone 
is an effective oral narcotic analgesic and is 
generally used in a dose of about 5 mg. of 
oxycodone hydrochloride per tablet, together 
with aspirin, phenaoetm and caffeine (similar 

35 to the wdl known "APC with Calcine"). The 
addict would probably have to inject the 
narcotic extract from 6 — 12 tablets to obtain 
a "high". 

In the compositions of this invention, the 
40 tablet (or 5 ml dose of liquid) should contain 
about 5 mg of oxycodone hydrochloride (or 
equivalent as the base or salt) together with 
0,01 — 03 mg. of naloxone hydrochloride (or 
equivalent as base or salts) with or without 
45 fl*fatttQn«t drugs such as aspirin, phecaoedn 
and caffeine. The preferred tablet dose is 
oxycodone hydrochloride 5 mg. and naloxone 
hydrochloride 0.1 mg* together with aspirin 
224 mg-, phenaoetin 160 mg-, and caffeine 32 
50 mg. 

Example 2. 
Hydrocodone with Naloxone — Hydro- 
codone is an fffftfti ve oral narootic antitussxve- 
an algesic and is generally used in a dose of 
55 about 5 mg. of hydrocodone b itar tr a te per 
tablet or per 5 mL of syrup. Hie addict would 
probably have to inject' the narootic extract 
from 18—36 tablets to obtain a "high". 
In the components of this inv ention , tfn^ 
60 tablet (or 5 mL dose of liquid) should con- 
tain about 5 mg. of hydrocodone bitartrate 


(or equivalent as base or, salt) together with 
0.003 — 0.1 mg. of naloxone hydrochloride (or 
equivalent as base or, salt) with or without 
additional drugs such as antihistamines (e*g* 65 
chlorpheniramine maleate), vasoconstrictors 
(eg., phenylephrine hydrochloride), non- 
narcotic analgesics (ej** acetamino phen), anti- 
spasmodics, and caff erne. The prefe rred tablet 
dose is hydrocodone hftartrate 5 mg. and 70 
naloxone hydrochloride 0.03 mg. 

Example 3* 

Codeine with Naloxone — Codeine phos- 
phate is an effective oral analgesic and anti- 
tussive which is generally used in doses of 75 
7.5 — 60 mg. tablets as an analgesic a nd 10 
mg. tablets or liquid dosages as an anthnssive 
with or without additional non-narcotic drum 
Kke AFC (aspirin, phenacetin, and caffeine). 
The addict would probably have to inject the 80 
narcotic extract from 4 — 8 tablets of the 60 
mg. strength to obtain a "high". 

In die f nTnpnRj tf rifyfl q£ this inveutionj the 
tablet should contain 73—60 t¥ig T of oo d^fo^ 
phosphate or (equivalent as base, sulphate or 85 
other salt) together with 0.03 — 1 mg. of 
naloxone hydrochloride (or equivalent as base 
or salts), with or without additional drugs such 
as aspirin, phenaoetin, and caffeine. The pre- 
ferred tablet dosage is codeine phrrephnt* 30 90 
mg. and 0.1 mg. of naloxone hydrochloride, 
together with aspirin 224 mg* phenacetin 
160 mg* and caffeine 32 mg. 

Example 4. 

Propoxyphene with Naloxone — Propoxy- 95 
phene hydrochloride is widely-used as an oral 
analgesic, generally in a 65 mg. dose with 
aspirin, or with aspirin, phenacetm, and caf- 
feine. The addict would probably have to in- 
ject the narcotic extract from 4 — 8 tablets to 100 
obtain a ^gh" 

In the compositions of thfo invention, the 
tablet should contain 30—65 mg. of propoxy- 
phene hydrochloride (or equivalent as rase or 
salt") together with 0.03—1 mg. of naloxone 105 
hydrochloride (or equivalent as base or salt), 
with or without aspirin or AFC (aspirin, 
phenacetin, and caffeine). The preferred tablet 
dosage is propoxyphene hydrochloride 65 
mg. and naloxone hydrochloride 02 mg,, 110 
together with aspirin 224 mg* phenaoetm 
160 mg* and caffeine 32 mg. 

Example 5. 

Pentazocine with Naloxone — Pentazocine 
is an effective oral analgesic which is generally 115 
used as a tablet containing pentazocine hydro- 
chloride equivalent to 50 mg of the base. The 
addict would probably have to inject the ex- 
tract from 4 — 8 tablets to obtain a "high". 

In the compositions of tins invention, the 120 
tablet should contain 50 mg. of pentazocine 
base in the form of the hvdroddoride (or 
equivalent as the base itself or other salts) 
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*£d» vrith 0.02-0* mg. <rf naloxone 
bycfrochlonde (or equivalent as the bade or 
salt). The preferred tablet dose is pentazocine 
hydrochloride equal to 50 mg. of the base 
together with 0.2 mg. of naloxone hydro- 
chloride. 

The other antagonists mentioned herein- 
aiiov^ except for the mixed narcodc-aatagon- 
ist pentaxocinej can be substituted for nalox- 
one in the above Examples, at the following 
multiples or tactions of the nabxene dosages 
given: N - cydopropylmethyl - 7,8 - di- 
hydro - 14 - hydraxynormorphinone - 1/3 (of 
nal oxone dosage in mg.) and 21 - cyclo- 
propvl - 7<r - (1 - hydroxy - 1 - methyl- 
ethyl) - 6,14 - endo - ethanotctrahydrooii- 
pavine - 1/3. N - cyclopropyrmethyi - 7,8- 
dihydro - 14 - hydio^yiionr^r phin^ny and 
21 ; cydopropvl - 7* - (1 - hydroxy - 1- 
merhyiethyl) - 6>14 - endo - ethanoterrahydro- 
oxipavine are also used in combination with 
pentazocine, each antagonist being at 1/3 die 
naloxone mg. dosage. It is "™fcmrrod xhzt 
pharmaceutically acceptable add addffibn salts 
of the narcotic antagonist bases can also be 
used. 

WHAT WE CLAIM IS:— 

1. A pharmaceutical composition suitable 
for oral administration comprising (a) a com- 
pound having substantial narcotic activity both 
orally and by infection the compound" being 
oxycodone, hydrocodotne* codeine, propoxy- 
phene or pentazocine or a pharmaceutically 
acceptable salt thereof, and (b) a narcotic 
antagonist which is substantially less active 
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orally than by injection, die narcotic antagon- 
ist being (I) naloxone or a phnrmacymically 
acceptable salt thereof, (2) N - cydopropyf. 
methyl - 7,8 - dihydro - 14 - Ir£hoxy- 
nnrm orphirxone or a phaxmaceuticafly accept- 
able sate thereof; or (3)21 - cydor^l-fe. 
(1 - hydroxy - 1 - methylethyi) - 6,14 - endo- 
ethaiiotetrahydroorJ^avine or a pharmaceutic- 
s|y acceptable sat thereof; the weight ratio 
ox (a) to (b), calculated as the free base, being 

Ratio with Ratio with 
* (b)(1) (b)(2)or(3) 

oxycodone 5:0.1 15:0JL 

hydrocodone 5 : 0.03 5 : 0.01 

codeine 30:0.1 90:0.1 

propoxyphene 63:0.2 195:02 

pentazocine 50:02 150:02 

so that (b) does not block the narcotic effect 
of fa) when the composition is administered 
orally but does prevent an acute euphoriant 
effect by (a) when die composition Is injec- 
ted. 

2. A conmoshion according to daim 1 
wherein (b) & (2) or (3). 

3. A coropoaMon according to daim 1 sub- 
stantially as described in any one of the 
Examples. 

J, A. KEMP AND CO, 
Chartered Patent Agents, 
14, South Square, 
Gray's Inn, 
London, WC1R 5BU, 


- A r Office, by the Courier * *« 
, 25 Southampton Bnlldinra, Lo 
i copies may be obtained. 
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